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. Differentially expressed genes (DEGs) and corresponding fold change (FC) related to oxidative stress at Generation 1 (G1), Generation 10 (G10), and following a re-challenge (ReC). These genes had FC<2, the cutoff used for results presented in the main text, but were of particular interest based on previous results. DEGs with p<0.01 are shaded. Figure S4 . H2DCF, a non-specific probe of intracellular ROS, was used to image ROS in Generation 1 HeLa cells. H2DCFDA (5 M) was incubated with cells for 30 min prior to imaging and then rinsed with PBS. A. Untreated control cells. B. TiO2 NP-treated cells (773 g/mL, 24 hr, 37°C). This concentration of TiO2 NPs was shown previously to be non-cytotoxic with HeLa cells. [1] DAPI (blue) was used to label nuclei (50 M, 30 min).
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TiO 2 NPs Control A B Figure S5 . H2DCF was used to image ROS in Generation 10 A549 cells. H2DCFDA (5M) was incubated with cells for 30 min prior to imaging and then rinsed with PBS. A. Untreated control cells at Generation 10. B. TiO2 NP-treated (994 g/mL, 24 hr, 37°C) cells at Generation 10. DAPI (blue) was used to label nuclei (50 M, 30 min).
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TiO 2 NPs (G10) Figure S6 . H2DCFDA assay to confirm catalase activity. H2DCFDA (5M) was incubated with cells for 30 min prior to imaging and then rinsed with PBS. A. Untreated control cells. B. H2O2 treated cells (50M, 30 min, 37°C). C. Co-incubation of H2O2 (50 M, 30 min, 37°C) with catalase (50 U/mL).
. DHE assay with cold-bound TiO2 NPs (994 g/mL, 10 min, 4°C), which allows binding, but not internalization of NPs. DHE (10 M) was incubated with cells for 30 min prior to imaging and then rinsed with clear MEM. Figure 9A shows a DHE assay for an untreated control and Figure 9B shows a 24 hr, 37°C TiO2 NP incubation. 
